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ATGGeeeAAGCCCTGeceTGGCTeCTGeTGTGGATGGGGGCGGGAGt 
GCTGCCTGCCCACGGCACCCAGCACGGCATCCGGCTGCCCCTGCGCA 
GCGGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGGAGAG 
CGACGAAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGTGGAGA 
TGGTGGACAACCTGAGGGGCAAGTCGGGGCAGGGCpTACTACGTGGAG 
ATGACCGTGGGCAGCCCCCCGCAGACGCTCAACATCCTGGTGGATACA 
GGCAGCAGTAACTTTGCAGTGGGTGCTGCCCCCCACCCCTTCCTGCAT 
^ o CGCTACTACCAGAGGCAGCTGTCCAGCACATACCGGGACCTCCGGAAG 
GGTGTGTATGTGbcCTACACCCAGGGCAAGTGGGAAGGGGAGCTGGG 
CACCGACCTGCTAAGCATCCCCCATGGCCCCAACGTCACTGTGCGTGC 
f - CAACATTGCTGCCATCACTGAATCAGACAAGTTCTTCATCAACGGCTCC 
% AACTGGGAAGGCATCCTGGGGCTGGCCTATGCTGAGATTGCCAGGCCT 
■■S GACGACTCCCTGGAGGCTTTCTTTGACTCTCTGGTAAAGCAGACCCACG 
y TTCCCAACCTCTTCTCCCTGCAGCTTTGTGGTGCTGGCTTCCCCCTCAA 
m GCAGTCTGAAGTGCTGGCCTCTGTCGGAGGGAGCATGATCATTGGAGG 
01 TATCGACCACTCGCTGTACACAGGCAGTCTCTGGTATACACCCATCCGG 
^ CGGGAGTGGTATTATGAGGTGATCATTGTGCGGGTGGAGATCAATGGA 
■\ CAGGATCTGAAAATGGACTGCAAGGAGTACAACTATGACAAGAGCATTG 
m TGGACAGTGGCACCACCAACCTTCGTTTGCCCAAGAAAGTGTTTGAAGC 
,!U TGCAGTCAAATCCATCAAGGCAGCCTCCTCCACGGAGAAGTTCCCTGAT 
•*= GGTTTCTGGCTAGGAGAGCAGCTGGTGTGCTGGCAAGCAGGCACCACC 
h i CCTTGGAACATTTTCCCAGTCATCTCACTCTACCTAATGGGTGAGGTTAC 
CAACCAGTCCTTCCGCATCACCATCCTTCCGCAGCAATACCTGCGGCCA 
GTGGAAGATGTGGCCACGTCCCAAGACGACTGTTACAAGTTTGCCATCT 
CACAGTCATCCACGGGCACTGTTATGGGAGCTGTTATCATGGAGGGCTT 
CTACGTTGTCTTTGATCGGGCCCGAAAACGAATTGGCTTTGCTGTCAGC 
GCTTGCCATGTGCACGATGAGTTCAGGACGGCAGCGGTGGAAGGCCCT 
TTTGTCACCTTGGACATGGAAGACTGTGGCTACAACATTCCACAGACAG 
ATGAGTCAACCCTCATGACCATAGCCTATGTCATGGCTGCCATCTGCGC 
CCTCTTCATGCTGCCACTCTGCCTCATGGTGTGTCAGTGGCGCTGCCTC 
CGCTGCCTGCGCCAGCAGCATGATGACTTTGCTGATGACATCTCCCTGC 

TGAAG 


FIG. 1A 
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CCATGCCGGCCCCTCACAGCCCCGCCGGGAGCCCGAGCCCGCTGCCCAGGCTGGC 

CGCCGCSGTGCCGATGTAGCGGGCTCCGGATCCCAGCCTCTCCCCTGCTCCCGTGC 

TCTGCGGATCTCCCCTGACCGCTCTCCACAGCCCGGACCCGGGGGCTGGCCCAGG 

GCCCTGC AG G CCCTGG CGTCCTG ATGCCCCC AAG CTCCCTCTCCTG AG AAG CC ACC 

AGCACCACCCAGACTTGGGGGCAGGCGCCAGGGACGGACGTGGGCCAGTGCGAGC 

CCAGAGGGCCCGAAGGCCGGGGCCCACCATGGCCCAAGCCCTGCCCTGGCTCCTG 

CTGTGGATGGGCGCGGGAGTGCTGCCTGCCCACGGCACCCAGCACGGCATCCGGC 

TGCCCCTGCGCAGCGGCCTGGGGGGCGCCCCCCTGGGGCTGCGGCTGCCCCGGG 

AGACCGACGAAGAGCCCGAGGAGCCCGGCCGGAGGGGCAGCTTTGTGGAGATGGT 

GGACAACCTGAGGGGCAAGTCGGGGCAGGGCTACTACGTGGAGATGACCGTGGGC 

AGCCCCCCGCAGACGCTCAACATCCTGGTGGATACAGGCAGCAGTAACTTTGCAGT 

GGGTGCTGCCCCCCACCCCTTCCTGCATCGCTACTACCAGAGGCAGCTGTCCAGCA 

CATACCGGGACCTCCGGAAGGGTGTGTATGTGCCCTACACCCAGGGCAAGTGGGAA 

GGGGAGCTGGGCACCGACCTGGTAAGCATCCCCCATGGCCCCAACGTCACTGTGCG 

TGCCAACATTGCTGCCATCACTGAATCAGACAAGTTCTTCATCAACGGCTCCAACTGG 

GAAGGCATCCTGGGGCTGGCCTATGCTGAGATTGCCAGGCCTGACGACTCCCTGGA 

GCCTTTCTTTGACTCTCTGGTAAAGCAGACCCACGTTCCCAACCTCTTCTCCCTGCAG 

CTTTGTGGTGCTGGCTTCCCCCTCAACCAGTCTGAAGTGCTGGCCTCTGTCGGAGG 

GAGCATGATCATTGGAGGTATCGACCACTCGCTGTACACAGGCAGTCTCTGGTATAC 

ACCCATCCGGCGGGAGTGGTATTATGAGGTGATCATTGTGCGGGTGGAGATCAATG 

GACAGGATCTGAAAATGGACTGCAAGGAGTACAACTATGACAAGAGCATTGTGGACA 

GTGGCACCACCAACCTTCGTTTGCCCAAGAAAGTGTTTGAAGCTGCAGTCAAATCCA 

TCAAGGCAGCCTCCTCCACGGAGAAGTTCCCTGATGGTTTCTGGCTAGGAGAGCAG 

CTGGTGTGCTGGCAAGCAGGCACCACCCCTTGGAACATTTTCCCAGTCATCTCACTC 

TACCTAATGGGTGAGGTTACCAACCAGTCCTTCCGCATCACCATCCTTCCGCAGCAA 

TACCTGCGGCCAGTGGAAGATGTGGCCACGTCCCAAGACGACTGTTACAAGTTTGCC 

ATCTCACAGTCATCCACGGGCACTGTTATGGGAGCTGTTATCATGGAGGGCTTCTAC 

GTTGTCTTTGATCGGGCCCGAAAACGAATTGGCTTT GCTG TCAGCGCTTGCCATGTG 

CACGATGAGTTCAGGACGGCAGCGGTGGAAGGCCCTTTTGTCACCTTGGACATGGA 

AGACTGTGGCTACAACATTCCACAGACAGATGAGTCAACCCTCATGACCATAGCCTA 

TGTCATGGCTGCCATCTGCGCCCTCTTCATGCTGCCACTCTGCCTCATGGTGTGTCA 

GTGGCGCTGCCTCCGCTGCCTGCGCCAGCAGCATGATGACTTTGCTGATGACATCT 

CCCTGCTGAAGTGAGGAGGCCCATGGGCAGAAGATAGAGATTCCCCTGGACCACAC 

CTCCGTGGTTCACTTTGGTCACAAGTAGGAGACACAGATGGCACCTGTGGCCAGAG 

CACCTCAGGACCCTCCCCACCCACCAAATGCCTCTGCCTTGATGGAGAAGGAAAAG 

GCTGGCAAGGTGGGTTCCAGGGACTGTACCTGTAGGAAACAGAAAAGAGAAGAAAG 

AAGCACTCTGCTGGCGGGAATACTCTTGGTCACCTCAAATTTAAGTCGGGAAATTCT 

GCTGCTTGAAACTTCAGCCCTGAACCTTTGTCCACCATTCCTTTAAATTCTCCAACCC 

AAAGTATTCTTCTTTTCTTAGTTTCAGAAGTACTGGCATCACACGCAGGTTACCTTGG 

CGTGTGTCCCTGTGGTACCCTGGCAGAGAAGAGACGAAGCTTGTTTCCCTGCTGGC 

CAAAGTCAGTAGGAGAGGATGCACAGTTTGCTATTTGCTTTAGAGACAGGGACTGTA 

TAAAC AAG CCTAACATTG GTGC AAAG ATTGCCTCTTG AATT 


FIG. IB 


3/26 

MAQALPWLLLWMGAGVLPAHGTQHGIRLPLRSGLGGAPLGLRLP 
RETDEEPEEPGRRGSFVEMV.DNLRGKSGQGYYVEMTVGSPPQT 
LN I LVDTG S S N FAVG AAP H P FL H RYYQRQLS STYRD LRKG VYVP Y ^ 
TQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNWE 
GILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFPLN 
QS EVLAS VGGS M I IGG I D HS LYTGS LWYTPI RRE WYYE VI I VRVEI N 
GQD LKM DCKE YN YD KS I VD SGTTN LRLP KKVFEAAVKS I KAAS ST 
EKFPDGFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQSFRIT - 
ILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIMEGFYW 
FD RARKR I G FAVS AC H VH D EF RTAAVEG P F VTLD M ED CG YN I P Q 
TDESTLMTIAYVMAAICALFMLPLCLMVCQWRCLRCLRQQHDDF 

ADDISLLK 

FIG. 2A 


4/26 


-ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMWGSPPQT 

LNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVPY 

TQGKWEGELGTDLVSIPHGPNVTVRANIAAITESDKFFINGSNWE 

GILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQLCGAGFPLN 

QSEVLASVGGSMIIGGIDHSLYTGSLWYTPIRREWYYEVIIVRVEIN 

GQDLKMDCKEYNYDKSIVDSGTTNLRLPKKVFEAAVKSIKAASST 

EKFPDG F WLG EQLVC WQAGTTPWN I FP VI S LYLM GE VTN QS FRIT 

ILPQQYLRPVEDVATSQDDCYKFAISQSSTGTVMGAVIMEGFYW 

FDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDCGYNIPQ 

TDESTLMTIAYVMAAiCALFMLPLCLMVCQWRCLRGLRQQHDDF 

ADDISLLK 

FIG. 2B 
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FIG. 3A 


M AQ ALP WLLLWMG AG VLPAHGTQ HG I RLPLRSG LG G APLG LRLPRETD EEPE 
EPGRRGSFVEMVDNLRGKSGQGYYVEMT 

VGSPPQTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVPYT 
QG KWEG ELGTD LVS I P H G P N VTVRAN 1 

AAITESDKFFINGSNWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQL 
CGAGFPLNQSEVLASVGGSMUGG! 

DHSLYTGSLWYTPJRREWYYEVIIVRVEINGQDLKMDCKEYNYOKSIVDSGTTNL 
RLPKKVFEAAVKSIKAASSTEKFPD 

GFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQSFRITILPQQYLRPVEDVA 
TSQDDCYKFAfSQSSTGTVMGAVIME 

GFYWFDRARKRIGFAVSACHVHDEFRTAAVEGPFVTLDMEDCGYNIPQTDED 
YKDDDDK 


FIG. 3B 


ETDEEPEEPGRRGSFVEMVDNLRGKSGQGYYVEMT 

VGSPPQTLNILVDTGSSNFAVGAAPHPFLHRYYQRQLSSTYRDLRKGVYVPYT 
QGKWEGELGTDLVSIPHGPNVTVRANI 

AAITESDKFFINGSNWEGILGLAYAEIARPDDSLEPFFDSLVKQTHVPNLFSLQL 
CG AG FPLNQS E VLAS VG GS M 1 1 G G I 

DHSLYTGSLWYTPIRREWYYEVIIVRVEINGQDLKMDCKEYNYDKSIVDSGTTNL 
RLPKKVFEAAVKSIKAASSTEKFPD 

GFWLGEQLVCWQAGTTPWNIFPVISLYLMGEVTNQSFRITILPQQYLRPVEDVA 
TSQDDCYKFAISQSSTGTVMGAVIME 

G FYWFD RARKRI G F AVS ACH VHD EFRTAAVEG P FVTLDM ED CG YN I PQTD ED 
YKDDDDK 
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FIG. 7 
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ETOEEPEEPGRRGSFVEtt-VON 
GARACNGAYGARGARCCHGARGARCCNGGNHGNHGMGGNWSNTTYGTHGARArGGTNGAVAAY 63 


I 3427-3430 
j 5 y primer set T 



343t-3434 

I 


3'primerset 1 

t 


3448-3451 


5*primerse(2 


3452-3455 


3' primer set 2 


1°HNC/primerset 1 


V 

(3428+3433) 
54 bp product 


1 °HNC & IMR32/ primer set 2 


V 

72 bp product 
sequence: 


set2 


3460 
S* RACE primer 


CCCGAAGAGCCCGGCCGGAGGGGCAGCTTTGTCGA 35 
jPEEPGRRGSFV f 


ORF 


3 4 RACG primer 
3459 


set 2 


FIG. 9 
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Concentration dependence of 
ft-secretase P1 f mutant peptides 


Si 



substrate (jjM) 


fig. 11 
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Pvu 


PvuC 


CMV proccoteir 
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FIG. 13 A 

213 CQ^Q^CTCACCOCCCAAC^ 
319 A rrT Att^AAACraSX^^ 

^ sptice donor 

955 gxi^TTOrcftgmxx^^ 

sptcce acceptor 

,16, j^raaoSSiiicicDUMaw^^ 

K - 

■a sggggaggsaggggggggggssgg" 5 
's sssssgasssssgagsaggsasssga 

■s. gssgaggggagggggsaagsgggg"g 

■a ggsssagssggagagggggaaaaggs 
•ss s sg;ggg;g;siag5a?g5«~~gg~g i aff;sg:af 
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FIG. 13B 


2704 ATC TCA CTC TAG CTA ATG OCT GAG CTT ACC AAC CAG TOC TTC CCC ATC AOC ATC CTT COG CAG CAA TAC CTG OGG OCA 
344M le Sec Leu Tyr Leo Mel Go Val Thr Asn Qn Scr Phe Arg lie Thr llo Leu Pro Gin Qn Tyr Leu Arg Pro 


2782 CTG CAA GAT GTG OOC AOG TCC CAA GAC CAC TGT TAC AAG TTT GCC ATC TCA CAG TCA TOO ACC CCC ACT CTT ATG CCA 
370*- Val Gtu Asp Val Ala Thr Ser Gin Asp Asp Cys Tyr Lys Phe Ala lie Sec On Sec Ser Thr Gy Thr Val Mel G(y 


2860 OCT CTT ATC ATG CAG COC TTC TAC CTT CTC TTT CAT CCC CCC CCA AAA CGA ATT CCC TTT OCT GTC AOC OCT TOC CAT 
296* Ala Val lie Mat Gl u Ct y Phe Tyr Val Val Phe Asp Affl Ala Arg Lys A eg lie Gt y Phe Ala Val Ser Ala Cys His 


2938 GTG CAC CAT GAG TTC ACG ACC CCA CCC GTG CAA OOC OCT TTT GTC ACC TTG CAC ATG CAA CAC TGT CCC TAC* AAC ATT 
422* Val Hie Asp Gtu Phe Arg Thr Ala Ala Val Gt u Gl y Pro Phe Val' Thr Leu Asp Mel Gl u Asp Cys Gly Tyr Asn He 


3016 CCA CAG ACA GAT GAG TCA ACC CTC ATG ACC ATA GCC TAT GTC ATG OCT CCC ATC TOC GCC CTC TTC ATG CTG OCA CTC 
448* Pro Gin Thr Asp Gtu Ser Thr Leu Met Thr tie Ala Tyr Vat Met Ala At a tie Cys Ala Leu Phe Met Leu Pro Leu 


3094 TGC CTC ATG GTG TGT CAG TOG CCC TOC CTC CCC TOC CTG CCC CAG CAG CAT GAT GAC TTT OCT GAT GAC ATC TOC CTG 
474* Cys Leu Met Val Cys G* n Trp Arg Cys Leu Arg Cys Leu Arg Gin Gin His Asp Asp Phe Ala Asp Asp tie Ser Leu 

3172 CTG AAG TGA GGAGGCCCATGCGCAGAAGATACAGA 
500* Leu Lys • * * 


327S 



3381 GACAAGAAACAAGCACTCTOCTGOCGGG 


3487 CCTTTAAATTCTCCAACCCAA^ 


HlndtU 

3593 AGAGACCAAGCTTGTTTCOCTO^ 


3699 AAAGATTGCCTCTTCAATTAAAAAAA 


3805 GGATCAAACCTAGGAAAGGCAGAAACA^ 


3911 :ir ri CTrrrcTGTGCTTGCACc^ 


4017 CCACTTAACACATGAATTTCTQ^ 


4123 TCCAGGTGOCCTGTGOGAGAGCAA^ 


4229 CAAGGTGCTAAAAGGAATAGGTAGG^GAC^ 


4335 TCTTOCTATTAGGCTATAAGA 


4441 TCACACAGTGGCACTACCATTATACCAAG 


4S47 CX^XMGGCTTCCTmTGTC^ 


46S3 cagoctggttcttggocxagg™ 


4759 CTAGTATACOCACTGC^TCCrAC^ 


486S CCCCCTCTQGTGTTCCTGCCCT^^ 


4971 CTTGGTGCTGCTTTCCCTGACT^ 


S077 TCAGAACTOCrACCATGAAGTGAAAATO^ 


5183 ACCCCTTCGATACO^ACTCCCATCACCCT 
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FIG- 13 C 

S289 AACTXTrAAAAAAAACTCTTAACAACAGCTT^ 
S3 95 TCACTXX^TTTCXXOCCTTTCC^ 


5501 TCrGACICATCCTCAAOW3AAA<^GT 

S607 TOSCaWXyaSTTAAQCOaX^ 

5713 ATTTCTAAATTTGX^AOOOGATACTGA^ 

5819 CCTAAACAAAAAGAACAATAGAACTQ^^ 

5925 GTCAOCTGAOCICTC^^ 

€031 AAOCraXXAAGlX3A<XCAAG^ 

6137 CATrTAGTTGGGTCTGAAAOGAAAAGTNTTTXXT 



: 

€349 CTTCTAGTTGOCAGCXATCTW^ 

6455 GCATlXTrCTGAGTAGGTGTCATTCTA^ 

6S61 TCTATOGCTTCIX^AOGOGGAA^ 

6667 TGAOOGCmCACTTGOCAGOGOC^ 

6773 OCCTTTAQCXTrTKZCGAT 

6879 CCTTTXSAOGTTCXiAGTOCAOCr^^ 

69 8S C^TTTOSCXCTATTQCTTAAA 

: y 

7091 OCTTXOTOGCGOQQCAGTCCA^^ 

7197 TCXCTGACTCTr^ 

7303 TTXXXTTTATGTGTAACTCrri^^ 

HpaJ 

7409 GAGQGGOCTGTGTAGCTAOCGA^^ 
7515 TACTAGTATATACTATOCAGACTA 
EcoRV 

7621 <MATCIODCA<XXXMXSA^ 
7727 AO3303C^GTCAACTCTCCTGA^ 
7833 OGAAAACAAOSTTTCAGGTGAOCXXX^ 
Spe( 

7939 ATAAATACTA<7IXn!AOGAATGAAACATTC^ 
8045 O3CTAT3Q3CAACACATAAT0^ 

6257 CACAAGTQGCCACTCl-l-ri-TTTTGAA^ 

8363 OIX^TTCTAACOOOGCTAAOCA^ 

8469 <XGOGATIQCro^^ 

8S7S CTAAIXSU'IUCCATQGGTAGCAT^^ 

8681 ATATCX^TOCTAATCTCA^^ 

8787 TATATCTOOGTA<riATATOCTATCCTAAT^^ 

8893 ATACTAOCCAAATATCTQC^TAQCA^ 

8999 TOXn^QCATATCXTATOCXA^ 

910S TCCTAATCTATATCrcSGTACT^^ 

oriP 

9211 GACTCCTATOCTTTO2ATATOOCG03AO 
9317 AOC>XAOOCTAAAOOOGT03CATCrCTXM 
9423 TCX^GTATCXXX^AATTQO^ 
9523 AGTOOOCXXKSAATACAOCXXriTTTAAT 
963S TC^TCTOOCTICATCAOOCSXX^ 


9741 AO^AOGAQ^CXXXn^TTCTCM 
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FIG. 13D 


9847 
9953 
100S9 
1016S 
10271 
10377 
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10801 
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11437 
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11755 

11861 
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12073 
12179 
12285 
12391 

12497 
12603 
12709 
12815 
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13027 
13133 
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13345 
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13663 
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13981 
14087 


OCTTAOOQOCXX^iSGTTKiTO^ 


AOCriTCTAAAGOCirOTrCTTA 


rrOTTTTCTAOGTC^CTOCTAGCX^^ 


AAOCTTCTQCAATCTTCTCAAATT^ 


TOCJ&TQCTTOOQQCTl 


rTCTTOGTGGTATTCAAAA 


TTICTOCAOGTOCAOC^OCT^^ 


CXXXXTOCTQCTCXriXSOOCXrTCCTOCXX^ 

CTOrrQCTO^TOOOOCTOCTOOOCX^ 

TOTTOCTQOOOCKrTOCTCXr^^ 

ctcxxcxttoctq^oocto^ 
Tcenxx^xrrccTCCTCxrrcxr^^ 

OOOQCTOCTGCTCCT^^ 

CTGflGOCXXXX^GGGCTOrTOGTCTTOCXX^ 

GOCTTCTQGTCCAGATCnCT^ 

TTATTACAOGACCXTTCAGTC^AT^ 

GAAAATTCXXX2^TCCTCO^^ 

AO3OCTO\AATTCCT0GT00^^ 

C(a( 

AACOG^AGAAAAGCTOOGTGOGGQCTGTGAOGA^^ 


A.TTTT 


TATAGGTTAATGTCATGATAATAATOGTTTCT^ 

TATGTATOOGCTC^TGMSACAATAAOCCTGATAAA^ 

GOGCCATTTTGOCTTOCTGTTT^^ 

ACAGCGGTAAGATCCTTGAGACT 

GCAAGAGCAACTCGCrTCGCOG^ 

Pvul 

ATGrrAACTOGOCTTT^TOGTTGC^^ 

ATTAACTGGOOAACrACTTACTCTAGCTTOOOGGCA^ 

TGGTTTATTCXn^TAAATCTOGAGOOGGTG^ 

OQQGGAGTCAGOCAACTATGGATGAAOGAA 

TTAGATTCATTTAAAACTTCATTT^ 

CCCTX^AGftCXJOOCnaGAAAAGA^^ 

GTTTGOOGGATCAAGAQCTAOCAAC^^ 

CTTCA/USAACTCTCTAQCAOCQ^ 

OC^TAGTTAOOOGATAAGCXXX^^^ 

ASCTATGAGAAAOOCXX»OXrm 

OGCCTXXrTATCTTTATA<nX3CTGTOOGGTT^ 

C»3QOCTTTTTACG3TTCCT^^ 

TCXXXGOVaGAATTGRTT^ 

O^AAOOCX3QOGAOGCAGACAAQGTATAGOGOQGC^^ 
AGTCAT0GA*GTTAGQC3K^ 

Ncu< 

ATCXXOXXXX3AA<XGAGAAGAATCATAAT^ 


GOOC^TTOGAJVCAOGCAGATO 

OCGCTTAACAGCXnx^AOVOCXriXXXXX^ 

»» _ _ 


14193 

14299 ToooarrcxxxxxrrTCX^ 

1440S 
14511 

14617 C/OJGTCTCOCiAOCTC^Ta^ 

14723 <XTTTTCTACAA^^TCGTT/*7ra 

Pvul 

14829 ATCTXXXXXXCTGCACAQGCTIX^^ 

14935 ATCTTAGCCA<^CGACXXX3GTTCO30C^ 
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FIG. 13E 

15041 CTCQCAAACTXriX^I^ 
1S147 OJGt^TTOXXXriXX^ 

152 53 TXTrrxrrixTrGGAGOCOGTxxrr^^ 

15359 CX3GC^TTOGTCTIX^CCAACTCTATC^ 

— 

1SS71 AAACAOGGAAQC^GACAA^ 

1S889 TTATTATTTOXyXXTTTOOCnXS^^ 

Sail 

1S99S GAA<^OCX3GGCGTCTGTOGCTGCC^ 
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0 secretase overexpression in CosA2 cells 
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FIG. 14 
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FIG. 15B 
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FIG. 16B 
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FIG. 17A 


FIG. 17B 
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A. Afi(x-40) production in 293T ce«s co-transfected 
with APP and B secretase 



FIG. 18 
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APP C-125 



/?-sectretase 


APP C-99 


I 1192-t-vel 

anti-WBP capture biotinyl-SW-192 reporter 


Wild-Type Sequence ....Va t-Lys-4^et-Asp... 
Swedish Sequence ....Val-Asn-Leu-Asp... 


FIG. 19 
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APP 638 
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Detected by: 1. SW192 Western Blot 
2. 8E5-192 ELISA 


Wild— Type .Sequence 
Swedish Sequence 



. . . .Va H_y s— Me t— Asp . 
Va I— Asn— Leu— Asp . 


FIG. 20 
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FIG. 21 


